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m*m i ] 

Bt-f*^ *-o 

[IS^^ 2 ] 

frlfi^^ K®r)t* ? > /?75nW K^"/f-KO»4-l 0 7?/iWt^S^t" 
[If 4 1 

^io~3 o**v*?-Kfc#^-T?&«<><B-e*>a, w^asn-EKloTr^Blff^-f >w 

• [jff 3ttj| 5 ] * • e> 

*^i KiE$fc<a77VBH¥'*'f ;v*^*-o 

Itt 7 1 

Btrta^^f- Kif>T-75 s , jS75n^ k^7^ Foil ~2 i 75 /m£-£-A,tr&£ twe 
*^i Kffim?>77Vl5i#? -f 

[ft^«10] 

i i ] 

frlE^ 7^ K if it £ 55* $ * £ - t % %> ~> ^ T * ^ ^ K * n - 1* "* * D 



[IH^jK 12] 

[w*ai 3] • . 
t»*ai 4] 

ft^i-i 4ov>i*tL*>— ^KEtt^^^s***^**-*^*/"^*- 7 

[M *# 1 6 ] 
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l$>W(D&m TfrV^J-r-ffiViismvtzitXDMtfkz.TTsmi** * fr^9 9- 

10 o o n 

; 4 )V*s<9 9-&ZTf*<DfBM&£ lt«fffli:rsit^o 
[0 0 0 2] 

7W^<t-*-fcn. «t*tta*Affi, WW.M^b, * h x? Kwmmi&v>mk& 

K (/? AP P)t& j j9, 7 -^**fcJ:oT!S#ttfc##Sfr*£i:fcJ: «)&J&£*L& 0 
[0 0 0 3] 

#$tfCV>S (^W^lttl : Schenk D, Barbour R, Dunn W et al. :Nature 400:173-177 
, 1999) o 
[0 0 0 4] 

^n/'J7*»t4t*ifcKJ:0, *ABE3&*lfe*$*t, 5Wfc * *Lfc A /? K i> gtflc**«f-fr L 
t?^n^'J7mU A/?OW£M^O#1£££P;i> «*<&3fc*fc ^wifrfcfcl&tf 

3L$tt/c A jff ON*«©7 5 / i«:EaLt^L, '&£ • WltLfcA/? 

»fllU «e»Kflifc**tfeA/9 0»iS • Jfc**«HW1- > 7$WKifc**« 

-ft s i n klftT£>&o 
[0 0 0 5] 

±SB04KB£fc3fc<*&, 4 )V7.s<9 9-*m^tz7)\'V^4 -?-ffi<D=?®5mi$ zirmm 

, C 5 7 BL/6v^^i:gnS4t^- U:J:ot, ^**±«iiW*8L»ifc:A /S 

C h75 ? Dl^T-* <9 , Z<DTV XOtin.mQ'VlfaA ^Jri/ffcti, in vitroKiB 

v^Ajj^^f K«*SttSii:«*^v^ (*#H\fcltt2 : ffl 3 ? JK 

j«*s&*#e*j , mrnmA &m&&mmttmmwL. wi 4^3^, p. 49-54 

) o L*»U in vivo£i*«tfT*>*i-Ci3P>1\ tt«&fc#»t*i&Bfc«l**«fc 

[0 0 0 6] 

ttz, -9- 4 V * * > "e*> ^TGF-^l (Transforming growth factor /? 1 ) J±, JflL^ff 
ft&iSflJi&T-^ifcfi^M h ^ (IL-ljJ (Interleukin- 10), TNF- a (Tumo 
r necrosis factor- a ) <ajg££i£ii-t-* £ i: *lT v» « 0 *tT, 

TGF-0 lit; JHJfiL*^*>7 5n>f Kit*** &/hJfiL<t<0^f£fc fc\ T^yWv-fc 
i:H*-f , **!aSC'fb*'lEjii**ifc*^R^$tLTV»& (##ff:fci&3 ; Wyss-Coray, T. e 
t al.: Amyloidogenic role of cytokine TGF-/31 in transgenic mice" and Alzheimer' 
s disease: Nature 389: 603-606, 1997, $3 iOWIBWdJU ; Wyss-Coray, T. et al. 
: Chronic overproduction of transforming growth factor- /?1 by astrocytes promot 
es Alzheimer's disease-like microvascular degeneration in transgenic mice : Am. 

tBSE^F 2004-3070052 
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J. Pathol. 156: 139-150, 2000) . 
[0 0 0 7] 

[0 0 0 8] 

l*#8fcfclR 1 ] Schenk D, Barbour R, Dunn W et al. : Nature 400:173-177, 1999 
[iMMttt1R2l mw M 35**, ¥Jft 1 J¥&<kW35 T2 1 MM 

m)S, ¥J&1 4¥3fl> p. 49-54 

[#M#fF\£Dc3] Wyss-Coray, T. et al.: Amyloidogenic role of cytokine TGF-/3 
1 in transgenic mice and Alzheimer' s disease: Nature 389: 603-606, 1997 

[^#fp^:ifc4 ] Wyss-Coray, T. et al. '. Chronic overproduction of transformi 
ng growth factor- /?1 by astrocytes promotes Alzheimer's disease-like microva 
scular degeneration in transgenic mice' : Am.- J. Pathol. 156: 139-150, 2000 

[0 0 0 9] 

*§tmmh\u mmx-TryMft^-i fr* (r aav) zm^x, m&M&tm. 
jtB£-£& a ^iftiE^r nmmm ks&b $ c <£> a p mm tzti-tz fawns. * mm-? s - 1 

[0 0 10] 

* r f y Gi# •> -r ^ * ^ ? * - & «t «f t tL £ tr * a » 1" a o 

[0 0 11] 
[0 0 12] 

■car*, r^-y^>f ^^x^E^a^-ciio 
[0 0 13] 

^<7?§ijf^ffl * jg £ $ & v*$c£tt©H5 v * 7 ;v ? >f v - oTfg fc & & o 

[0 0 14] ■'• * • . -.' 

**9Tfc i2»7 5V K&#7 W ;vX^^ * -«> /9 T * n >f K^y'f- K (A /9 ^7"f- K) 

dttn<t ^^^KifK-^na-r^it^T-^^o ££x- mmi>i2>r*x$A,x- 

tf>ftfl*PTfc, SAifrfci 1 (DNA) <^l§m«rpr«l^-f Zft&X*^ -e<^>^^ 
* - * Kg^Aitfc^'i? A $ ttX v» a £ t £ J. 

[0 0 15] 
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x.lf, KriB*14ft3e«jB«PttttA/9^^K<0»4-l 0T5y» (A/84-10) <7>1i 

IHBttJK^yf- KWfrtt^ A/8 4-1 O^^^^J^^WJL^o 
[0 0 16] 

A/9 4- i o<dt < smmtt LTti, @eyij##2-c*$tt*T5 ymse^ij't'^ 
?y#-^i -c^stta** u**- kib^*?)^ i o ~ 3 o * ^ v*?- K^Wbft-^o t^o 

"C, K»t>t-*3- Kt*DNAIis IB?U#-^ 1 % * \s**f- KIE 

^ij^<^H l 0 ~ 3 0 * * K^t^Sit^ Lv> 0 

[0 0 17] 

4 37?yf (A/91-43) ^mS^t?Wo A/J1-4 3.07 5 y&@B?iJ 

M-tis ffi^J#-t2-e^£-*i*TS ^mSB^J Lv* 0 £<£>7^miB 

^J*^- Kt4DNA«55 * KBay!U±«l#twWIR$*LS fcO-Ctifcv^ Mz.&> @B 

[0 0 18] 

1-2175^1 (AjJl-21) £-^A,"C&& &<at £*L& 0 Aj91-2_l^)7^il 
EfllfcLTtt* SB?iJ#-S§-4T-^£tL£7S S mEffiffl&f b it. ft-oX. wiW^M.^'f^ 

kBtJt* Ji% E?ffl#^4^&s*LS7 3yifcE^j*^^fc*£fcjWSLv> 0 ^<^>t$^ 

[0 0 19] 

ffIBA/9 1-4 3^1^^1-2 1©T5 yKHB^JUti^ 
1\ Tmm.^VfMMWM^^tft^>ifi, ^^icl £ 7f; B&#? 4 At*** * <fc 

[0 0 2 0] 

-tt. iff* L < SmStLfclfflffiSfclK'*^ K»rtt£^J&^K#v&$-££ ^^15 

Ld *»'^*»WKJ:"4 7'7 , >i»#9 4 f-i'Ufr&tffi&t LTti; 

[0 0 2 1 ], 

- ItrlBv'^^-^^-T 8 ^ Kfc LTI1, Sil#K:2:£no*>o£Jlv>;s>£ fc5&»T?§"*^ ffiL 
<B7?n>f KfflS^^ (APP) ©NsfeStKffft^ ^> > ?W<"f* K^ffl v> 
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IEv^^t^ k«\ 6 -e3£$fL*T5 >>b*e?ij to'e^s; t 

[0 0 2 2] 

PP->^tWf K**A/8 1-4 3 ON5MtfcJI*SLfcIfc'&'* W^R*3- Kf&D 
Tl±, E5!l#-S§- 7 V*f-KE9lJ«fO»9~l 9 1 J* * V** V&mf h *L 

o 

[0 0 2 3] 

afc&EOlfeOSf* Lv^Jfe«lCcttt{f, J: * 7 tVBM** *-tt 

, APPi'^t^T'f WAjS 1-2 1 ©N*»t«ift >^^f t 3 - K1" 

4DNA^niiWl:$ii4i iOlt'g-* W^S«7 5 ymE^Jt LTl±, E51I 
1 0-C*S*lS7 5 y BftE2?!l***»f ZizZ^- WDNAO^ ? V*?- KE 
^iJfctTfi. E?fl#-*9T?3&$*i.&S* I'** KEfll**)^ 1 7-13 Z X 9 V*7 YiP 
mtf bti&o 
[0 0 2 4] 

:£3S9JfcJ:;&7 , 7VI5M**'f iW^DNA^i <HI? 

[0 0 2 5] 

Dl»t4it^S4. «*.Jf, #ffl#IH&5, 8 5 8, 3 5 1 -f-fc.fctf-ec: K 
##X1R « . itftB 1 te* & *t & ^ffitx. 7 •?* -/ * -f 

Kotin(1994) Human Gene Therapy 5:793~801> £ fcliBerns TParvoviridae and their Re 
plicationj Fundamental Virolo^ $ 2 JSu Fields&Knipe^fr fc*) o 
[0 0 2 6] 

fV BEl*?^ TR^U -e-OIWHiWOjl^tffX-rscfct-J: 0 ^ 

5^5Ktft»t4 (AAV^^-^7^§K) o — ^> Re pitted (ttM6*3 

-T <5» 7*7^.5 K, '5;f)U r }:77'>">'fwaW*4E2A, E4, fcJCFVAO^at 
^fc&Si-*^;** K*ffl*i"4o ^-e, itLib3®^-/7X5 E 1 jftfe^ 

*$&tfrks*vfr-V>mffi., ^£(JHEK 2 9 3 «Bl|&fcHB# b 9 7 x 9 =s a >L 

? ^^tt^fcS&i-* C ClQJ: 3"£#&j±s AAV-He lpe 

r - F r e e System (Stratagene) 4 i*<©TfrjR©* v \ v>T#ftfcfr4 9 C 
§ £ » ' 
[0 0 2 7] 

4 ^ — 5 ^ : IS^^frr^^--r^>.Cl i: ^r-^-A,-C^^>. 7;vy^<"7- & 

ttJSE# 2 004-3070052 
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[0 0 2 8] 

STfiX, IfcJRrtttA, S*I*)&;M£ (Flottefc J: ^Carter. Gene Ther 

apy 2 :357-362 (1995) #R&) fc$*i&o £<bK. 7f ^iff'f «fc o T:fr 

[0 0 2 9] 

tf^^l^llt, ttSlk fl^ fffCiotlSts^h^iLv^ - 

iiJT^ISHIf'f^^^^-Oflt itO. 5X10 11 . ~2. 0X10 12 vira 
1 genome/#Mk gt* *) , jfiL <l± 1. 0X10 1 1 ^-L.OXIO 1 2 viral geno 
me/#m kg. i»)ffH<lil. 0X10 1 1 ~ 5 . 0X1O 1 1 viral genome/#fi 

t, E8Lh3c£t?** 0 [viral genomej fcV^J|tttl± N 7f W ;v*£> 

(-M/u^fitf-SO *3c-rt>©T**K Tf^Wft-J^^^^^-^i 

[0 0 3 0] 
[0 0 3 1] 

#311313 7 7VBt#'!M * -14, £*L&'£-trE^U&$J £ LTtt»fi:S 

Wit^li, lot, *»W»cJ:tLtf, MCU7f/Iff->^W<^ 

[0 0 3 2] 
[0 0 3 3] 

7^XOAPPf7>Ayii^-7-?x(Tg 2 5 7 6', Taconictt, Mayo Clinic) 

[0 0 3 4] 

glMff) 1 

A-PP */7+'frWM + Agl-43 c DN A,frMta 7^Hltf » » 

7*n>f K-jff 1-4 3 (A/9 1 -4 3) c DNAIi> * I* 7 5 n -f KflrK* St 

ffiSE# 2004-3070052 
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(APP) j&fc=Fi&Mt LXVXT<079'f v-fcfflwa P C R ^T^ipi Lfc 0 PCRJ£ 
l£T£OjMl±> TAPSItiS (2 5mM, pH9. 3) , KC1 (5 OmM) > MgC 
1 2 (2mM) , 1-*frii~f\*-9 J-fr (ImM) , dNTPs (100//M) % ft 
IDNA (5 0~ 1 0 0 n g) ^ is «fc Tf~fv 4 (#0. 2 M M) t Ltz 0 ->M * )\>K 
fc<DlELm&m*, 9 4T;t?3 0f>F^ 6 8tt-im ^it> f 7 2i:t3^FI«:ltO 
;UkU C*l£3 0^4 ? frtLfZo 
[0 0 3 5] 

7 * 7 - K : 5' -GATGCAGAATTCCGACATGACTCAGGA-3 ' (IB^J#-f- 11) ', &£Xf 
V/n'-T, : 5' -GTCTTAAGTCGCTATGACAACACCGCCC-3' (@5^J#-^ 1 2 : 3' KAflIIg|M££>fr 

1"&) o 

[0 0 3 6] 

APP <Dffi& v ^ 7" iVtr 2b -5) N 5fcOMJ <7) -> *~ i~ (E^J## 1 0)?>T^7°*-li 

, bit«) 2 t >j ^ jt ^ u t f 9 o r-e 3 fl-BftiftH >rz*tz> 

[0 0 3 7] * 

-kV* : 5' -GGTCTAGMTGCTGCCCGGTTTGGCACTGCTCCTGCTGGCCGCCTGGACGGCTCGGGCGCT^ (SB 
13) ; 

7>f-tV^ : 5 ' -AGCGCCCGAGCCGTCCAGGCGGCCAGCAGGAGCAGTGCCAAACCGGGCAGCATTCTAGACC-3 

' mnm^r 1 4 ) o 

[0 0 3 8] 

AP P ^ t *7 / - (-t >^«©3' Wfc3fefflLrt:T»*fc8FO) tPCR 

•CiiiflL^A ^ 1 — 4 3 cDNA(7^f-feV^03'.I^fflt/cAM*JI^)^ 
<£U C;|x£§iMkLT&T^7 p 7^-£fflv>TPCR&«TV^ APPv^^^Ifi^J 
$>A /? 1 - 4 3 c D N AC05' fljCtt-frS* tzM&&&=? ;APP ^.^^@e^l + A p 1. 
-4 3 cDNA (E?!)#-3-7 I t OE9fl*0* 3 ~ 8 * * t>**- KttX b a Iiilttt 
*4) ^ILfCo PCRRlL-tO^lt TAPSW (2 5mM, pH9. 3) . 
KC 1 (5 OmM) , MgC 1 2 ( 2 mM) „ 2 )\>* "f > ^9 J (ImM) , d 
NTPs (100/eM) , iMDNA (5 0 - 1 0 0 n g) , ££0*7*7^- (#0. 
2^M) fc L^c 1M ^;VRCD^fiiR*#{±> 9 4U'30m 68fClfl"H, *3 * 
^72 C-Tr 3 53^£ lt'f^A'kU 3 0^4 9 tot Ltz 0 

[0 0 3 9] 

7*7- K : 5* -GGTCTAGAATGCTGCCCGGTTTGGCAC-3' (@E?iJ#-^ 1 5 ! 5' ffiUXb a I »tfc 

**•*-*) ; 

: 5' -GTCTTAAGTCGCTATGACAACACCGCCC-3' (E*9#* 1 2 15' «KA f 1 I lU 
[0 0 4 0] 

$]}^£ < r?vffi#7-f ^*^DNA/*y 7--$>>$ r *$*£fc»±. itJK&^SU ~4 
. 5 kbp)©DNA«tfe^©T\ APP'>^tWiJ + A^ 1-4 3 cDNA ( 
Xb-al-A'f HT/blun t)K, &H*ttttft" stuffed. DNAt LTpBR.3 
2 2^7X? KDNAOPvu I I — S a 1 I ®rtf-fc£r£S'^ 7f^ Bt#-7 1 

;U^^^-(pXXUF l)WXb-a I - S a 1 Ialfi^:M^^o 
[0 0 4 1] 

SfeK, ±|E^x.pXXUF 1, fc&tffcUHSWfcRe p/Cap^5^5 K> 
jSitfE 2 A/E4/VA^7^5 K(03tI^^^-«:HEK 2 9 3«C'J >Bfc* 
;v->VA&i-rafc«AU HEK2 9 3--«to*^***fk Mfc*****^ 1 ^ 

tt^fcc s c i <Dm&bK£ vmwkLx, ap p *s-y+fl>mm+AP 1-43 c dna£ 

ttliE# 2004-3070052 
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[0 0 4 2] 

APPyyt^J + Afl 1-2 1 cDNA^Mf &T7VBIttfr'f )V*^? *-<om 

m 

AP P v y-j-^M^i + A p l-43cDNA(XbaI-Af II I/blunt) * 
pBluescr ipt^^U* (Xbal-Smal) K&friLA,tz 0 ZtiZmMt 

[0 0 4 3] 

y * 7- K : 5* -TGGCGGCCGCTCTAGAATG-3* (@S^J#^- 16 :5'*:NotI gB&£;£1-& 

) ; 

'J/*—*. : 5'-CACATCTTAAGCAAAGAACACC-3' (@S^lJ#^ 1 7 ) o 
[0 0 4 4] 

APPv y-f-^Wtfty + A p 1-2 1 c DNA (SB^iJ#-^ 9 : i *>E?!l*a>» 3 ~ 1 0 3? 
* I/*?- K»±N o t I BflfeflStt'C* D * il 1-16^^ Utf-f- K(±Xb a I RWMMfc-C 
**) <^)PCR1»^, Notl-Af lll/blun tMU ±!BO"stuffer" p 
BR322 PvuII-SalliJt^HCpXXUFKNotl-Sal I ) £*ft 

Ajfio 

[0 0 4 5] 

t|WJ^tCLT > APP->^^;VSS^IJ + A^ 1-2 1 cDNAttt* 

[0 0 4 6] 

3>fD-jl/i:Lt, GFP ^y-:/£;**V/<*R)*:$&S"*-&7?VBi#*>f >w* 
(GFPrAAV)lftSUo 
[0 0 4 7]-- 

AP P S s7i-)\'WM + A (3 1-4 3 cDNA^HI^^^-pXXUF 1 
lipofectamine 2000(In vitroge n ) tfflV^tH E K 2 9 31 
MAL/:4 8^F5#:««Ji?ti:«?#» : Sr»ffit> -C-ft^fLffiA /?#i/fc(4 G 8) 

Lfcfk ffiA/8&#KJ:oTAj8 5£<0lfcffi*:tt*fco A^i*'J^-S:i 

[0 0 4 8] 

^m^J2 

1 5MM<D-?<JXI I Z, Hife^iJ 1 ?>7fVfii#^ 9- 5 X 1 0 1 1 viral geno 

[o 0 4 9]. • - •• v - - . - 

Aj9 1 - 4 2 ^>Tf- K(5 mg/mL)£ 9 6 ^x^yv- h (Nunc, MaxiSorppgO <D& 
■)x;K:#f$-t, 5% non-fat milk/TBS-T buffer-CTa y ? Ltzlk, ±%Z<D&MV?z 
■?yAfo.m*lNz- (5 o oMf ) , ^t^^r-sWtt?*^ i gG»#"e*Bt 
fco ffi#4ffi<P?Hiffitt, EL I S AU-^--COiR3feflE«!SgJcJ: ^fro^o -t©tt**BI 1 

[0 0 5 0] 

ftSE^ 2004-3070052 
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[0 0 5 1] 

tftifcCRI 3 

Ap 1-4 0^7°^ K& 1 2 OmMOlSCHIL, 3 7 'CtM >3ri^-v a > Lfc 

0 2 4^F^m^A/?O^T!) J M^i-^(7)^'btL^o £<0A/9<0»£«lfcv9X<7>JliLf** 

1 : l o^itf l : 2 0 (v o l : vol ^ftft^iniiU 3 7ice lillBH v 

a^Lfco A/9 1 -4 • llii£^7*Olfin#OT«1-&^-?^ 2mMft7 

7tf>-T*Jn;U 5fr#St#tK4 4 5 nmT'Oiafe; 4 9 0 n m*CO»*) *fflV»-C«3fe 
Lfco HI 2 i'Tfi-fo 

[0 0 5 2] 

lOfctii 1 t/TLt7f^ Bt#7 -f * 6 * ft <r> v 7 xjfiLffte, 3 > b n 

-/UOVSr^jfoitfcJfc"^ tffcfcin vitro t? A £1-4 0« • ft^tffiSLfc. 
[0 0 5 3] 

a^»e(Z)DNAlftfflMPCR • 

77VBt#7>f /^^^-(pXXUF HJ^S^J 
,^^^-^3' mi&mmfrb&TO? 1 ?^ v-*f|s»U PCR^fto^o PCRE 
iSiKOftSlt TAPSIW (2 5mM. pH9. 3) , KC 1 (5 0 mM) . MgC 
1 2 (2mM) ^ 2-^**^hx^-^ (ImM) , dNTPs (100/; M) „ » 
gDNA (5 0~ 1 0 0 n g) . £ <fc Xf-/ 9 4 (&0. 2 ^ M) i: L/c<> *M ^ - 
It^fil##!i, 9 4lCfim 6 8t)-C2 0 #£^7 2'CCl^fc 1 ^ * 

;VtU Zti* 3 .OS 4 * * * U*o P C Rit* 2 %7f a-X^Ctl^tlL, 

[0 0 5 4] 

7 * *7 — K : 5' -AGTGAACCGTCAGATCGC-3 ' (SB^l*-^ 18) ; 
'J/*-* : 5 , -CGGTATCAGCTCACTCAA-3 , (IBJlJff 1 9) o 
[0 0 5 5] 

@^t-r-2>PCRmt»^^1- 5 0 0bp<7)^ KM\ ±Mt%VcMt&fo<Ott&*>t>fLtio 
[0 0 5 6] 
f&i&'f?!! 5 

v^xMfl^Afl 1-4 2 g 7"f- K IZtt-t & %Bfl&if MJfcEfr 

% 9 6 7^;v7i^- Y<01V 5 X 1 o 4 ffliifcfcJn*., A0 1 -4 2^7°^ K* 

WtSnx^tt' : Pt4 8^ttf>!o Mffl%m®rT&, T >7 > /'J (WS 
T-l) fctnix-fco f h^'/'J^Atli, b3>K'J7W3^ 
h 7/'J 7 K X «9 *A'-r-9*> / - < fe3RtwSEtfc$*L*0-e % ELISA'J-^ 

3 iC^-fo 
[0 0 5 7] 

%i&m 1 vrTsmfc* 4 frximn&&Liz^* xnftmmt. a? i-4 2^7^ 

[.0 0 5 8] 

jjfl ^-^fet^^ 1 
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Slfi^AI*^ititS/;fti:, 7 0%^Ht«L, 5% Ha O 2 T-|*]gt£<^^ 
^- + ->^-4fMtt**iSS*fco #LA/?fttt(4G8 : lOOOfft*) £ 7t li 7 t? * b 
*rQA/?4 0tft#(l 0 0 0*&#*0*:RI& ^***2^-*IRtt2**Mfr«:iDx. 

[0 0 5 9] 

3>hn-/i/»tli, tomt&^T* aw Kit*****, 6 * BffiX-ltMlzmmnft.M 
[0 0 6 0] 

/{ 0 0 6 1 ] 
[^1] 





7 5n-f KSE 


75D-f F8E 




7 6 


+ + 




8 


± 



V^X : 1 Odr^iS 



[0 0 6 2] 

[0 0 6 3] 

M&&%£feiftlfc 2 

WK«6kR«C i^Wiiray ho-;u^ib, «#ife6*J! (10^*) « 

CD 8 6trL#, jfiCD 1 1 bSMfc, #tGFAP#Q#(T* Fnf^ h) N ft I b a - 1 Sfcfr 
(^n/'J7) ft^Ogtfr^ffl^-caltteWM-tABCjSICTJfefetr. tw* 

[0 0 6 4] 
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d > h a— JUs 


.y/v ids Jttf. 


CD 4 


(-) 


(-) 


CD 8 6 


(-) 


(-) 


CD 1 1 b 


(-) 


(-) 


GF AP 


(+) 


(+) 


I b a - 1 


(+) 


(+ + ~+ + +) 



[0 0 6 5] 

I«^T«v - * - t$>?» C D 4 ^5 i C D 8 6 **tL* - 

, }SML/:^n^'J7(I b a - 1 Nttt) OH}jnri*S#> h fitz a 
[0 0 6 6] 

M3&&fetftlfe3 vx ^ 

ni&M2 0TT y /Bi#^^^^^^ps#t/c-v. , >^ (Jar n&*#2j t^o) tit 

te«J>V fcffl ^"OWM* 6 i: RlttU- D A B Ifefe £fr o 

[0 0 6 7] ^ 
?&*#2 fci3V>-<\ »4lfe6i-fl (10*-^) ©MfcAWr** n>hn-;i/^tc 

[0 0 6 8] 

1&!&fflJ 9 

Afl»OT»moJtRl , , vx 

4E^->^&ft43»tffl*U -e-tL-TtL, 1 5jIS£H# (JBIT rAiJ , 
3 0Sii&f$ (BIT TB^J fcv>-7) „ $fc«±4 5«*frB# (JBIT rC»J tv>^) £#afrW 
1 0>TfSW¥ i > > ( fr* (5- 0X1 0 1 1 viral genome/E) £ 1 Eilf§IZI&5- Lfco t 
fc, 6EOv->^?>&53>>n-mffltU 15««H$fcPBS (0. lmL/ 
E) bfco *©fk 1 2~13*£t& (5 2 - 5 6M) 

tt<b^a»it^«»6 fcra«Uc*tfeU BftSli:*»Hfc3CCD*>5ffl^« 

ffWfflW^ftltto IS 4 Htj^-To 

[0 0 6 9]. '" ' - - ' - • V ' 

rr y bn-^ttt, ±15 A 0 3 o«>H*Jfe**fc* lt*¥*&ffi«*ti 2 . 

6 4±1. 4 6%t*ofc, -t, 1 5j!i*I$&#<aA^-TrtiO. 5 5±0. 5 0%t* 
•5, 3 0a!**I$&#tf>Birete0. 4 8±0. 3 45M^WCftl± 
0. 46±0. 2 7%tr^)»). V^i*tt*>n> hn-;V^i:itt!cLT> ^l^fev^^/FL 
rt: (— 5n6SB1t5Hfc4Mfrft (one-way variance analysis', AN0VA) & <£ tf* a - T> Y ti* 
Si, p<0. 001) o 
[0 0 7 0] 

aflgfeflii o 
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3 0»«&H# (KIT TEgy fcv^) , ifc(±4 5»«frl$ (ftT TF^J t^o) tcftttfll 
2 ff)7f; Bl#^'f fl** (5. OX10 1 1 viral genome/ E) £ 1 0^Pi£-§- Lfco 
<0&. 9 tlWK&SU &aO^ftfc£**A0¥««#<0®»^&tt» 

Lfc 0 -tO*g*fcia 5 
[0 0 7 1 ] 

ilBA^^flffflS^OMspJi, 15I«4©DStli0. 3 9±0. 2 7%T~fcl? 
x 3 OiI*fcl$ft#<0E» , ?«:O. 4 5±0. 3 0%-Tr&*K 4 5 il^S#<^ F&TS4 0 
. 37±0. 2 0%-C&*K v»-ftLtttKW9tw^L/S3> fo-;Hf htt^L-T, 
£ffivHI*5Sbfc (— 7GSBfi^*tS:^*ffe (one-way variance analysis, ANOVA) is «£ XfX-f- 

3.-r>vttkfc, p<o. ooi) o 

[0 0 7 2] 

MM i i 

TGF- B 1 OM^ . 

„ fLt, -v^^lfiLffff^TGF- jS ljtJK^r. Quant ikine Mouse/Rat/Porcine TGF-£1 
Immunoassay (R&D systems*fcg!Q *JBv*T % EL I S AftK X t) fl£ Lfco 

[0 0 7 3 ] 

v)7ti^TGF-|}lilttt, 3>bn-fl/S-eiilll. 6 ±4 0. Opg/ 
mL-e*ofc„ — tt»ffi!9 fc:fe*t*AI&Tl±8 0. 5±12. 9pg/mLt*l), 
BHtli7 6. 0±6. 3pg/mLt*l), C*"Cli7 4. 3±21. Opg/mLf 

^(one-way variance analysis, ANOVA) £ «t 0* * f- a— f > htlfcSS, p < 0 . 0 0 1)- 

[0 0 7 4] 

SfcK, f$tt£Sl 0»:*tt*CPT?tt9 9. 4±21. 2 p g/mLt*^ Ditli 
80. 2±17. 2pg/mLT«$,l), E#"ett7 2. 9±15. 8 p g/mLT?**), 
v>W§43^ hn-;i/|£fcJfcl£LT^#j::ffivMi£^Lrt: (— 7C@£S^t5c^*f ft (one 
-way variance analysis, ANOVA) *3 J: ir^f-a-fV Mtfcfe, p<0. 001) 0 
[M^W^M] 
[0 0 7 5] 

[mi] mit±, ab 1-4 z*%^%T?jm^4^^**-*&.uw^\^ 

tz -r V 7, h <DMM + <^tn[ A B jfrftj^L* *7Fi"o 
[HI 2] H2(i, v^^jflLttif^A^SL#tc«J:Sin vitroT?OA )0$i*IW$J*£ 

[i°3] 0 3tt, J6#L/i^^^©»»]ftOA/S4 2^^f-KK:»'t**BIIfi**RJtS 

[SI 4] 11414, A jff 1 — 4 3 ^^fefflrt Z> 7 7* J 4 )\sX^<? 9 — £-^Pi£#L. 

. [115] H5I4, AB 1 -2 1 T:T7 1&#*^ * ~ L 

fc^vUCfclta. tltrSCil&K • SUB* • **W*«oWAi9.*«TB»**7p-t 8 

[HI 6] H6tt, AB 1 -4 3. t?z\±A B 1-21 TTS 
•^5 9 — ^^n^-^-Liz^^ ^^h^sSH^^OT GF-j9 1 iftK&TF-t-o 



tHSE#2 004-30700 5 2 



&m 2003-371103 ^-v: 1/ 



SEQUENCE LISTING 

<110> President of Chubu National Hospital 

The Organization for Pharmaceutical Safety and Research 

<120> A Recombinant Adeno-associated Virus Vector for 
Treatment of Alzheimer's Disease 

<130> 145087 

<150> JP 2003-169714 
<151> 2003-06-13 

<160> 19' * 

<170> Patentln Ver. 2. 0 

<210> 1 
<211> 129 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1) . . (129) 

<400> 1 

gat gca gaa ttc cga cat gac tea gga tat gaa gtt cat cat caa aaa 48 
Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 
15 10 15 

ttg gtg ttc ttt gca gaa gat gtg ggt tea aac aaa ggt gca ate att 96 
Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 
20 25 30 

gga etc atg gtg ggc ggt gtt gtc ata gcg aca 12 
Gly Leu Met Val Gly Gly Val Val He Ala Thr 
35 40 



<210> 2 
<211> 43 
<212> PRT 

<213> Homo sapiens 
<400> 2 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 
15 10 15 
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Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 
20 25 30 

Gly Leu Met Val Gly Gly Val Val He Ala Thr 
35 40 



<210> 3 
<211> 63 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) . . (63) ' 

<400> 3 

gat gca gaa ttc cga cat gac tea gga tat gaa gtt cat cat caa aaa 48 
Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 
15 10 15 

ttg gtg ttc ttt gca 63 
Leu Val Phe Phe Ala 
20 



<210> 4 
<211> 21 
<212> PRT 

<213> Homo sapiens 
<400> 4 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 
15 10 15 

Leu Val Phe Phe Ala 
20 



<210> 5 

<211-> 54 . . 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1)..(54) 



<400> 5 
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atg ctg ccc ggt ttg gca ctg etc ctg ctg gec gec tgg acg get egg 48 
Met Leu Pro Gly Leu Ala Leu Leu Leu Leu Ala Ala Trp Thr Ala Arg 
15 10 15 

gcg ctt 54 
Ala Leu 



<210> 6 
<211> 18 
<212> PRT 

<213> Homo sapiens 
<400> 6 

Met Leu Pro Gly Leu Ala Leu Leu Leu Leu Ala Ala Trp Thr Ala Arg 
1 5 10 15 

Ala Leu 



<210> 7 
<211> 197 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:DNA Construct 

<220> 
<221> CDS 
<222> (9).. (191) 

<220> 

<221> misc_feature 
<222> (3).. (8) 

<223> Xba I recognition site 
<220> 

<221> sig_peptide 
<222> (9).. (62) . 

<400> 7 

ggtctaga atg ctg ccc ggt ttg gca ctg etc ctg ctg gec gec tgg acg 50 
Met Leu Pro Gly Leu Ala Leu Leu Leu Leu Ala Ala Trp Thr 
1 5 10 

get egg gcg ctt gat gca gaa ttc cga cat gac tea gga tat gaa gtt 98 
Ala Arg Ala Leu Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val 
15 " 20 25 30 
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cat cat caa aaa ttg gtg ttc ttt gca gaa gat gtg ggt tea aac aaa 146 
His His Gin Lys Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys 
35 40 45 

ggt gca ate att gga etc atg gtg ggc ggt gtt gtc ata gcg act 191 
Gly Ala He He Gly Leu Met Val Gly Gly Val Val He Ala Thr 
50 55 60 



taagac 



197 



<210> 8 
<211> 61 
<212> PRT 

<213> Artificial Sequence 
<400> 8 

Met Leu Pro Gly Leu Ala Leu Leu Leu Leu Ala Ala Trp Thr Ala Arg 
15 10 15 

Ala Leu Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His 
20 25 30 

Gin Lys Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala 
.35 40 45 

He He Gly Leu Met Val Gly Gly Val Val He Ala Thr 
50 55 60 



<210> 9 
<211> 137 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:DNA Construct 

<220> 

<221> CDS 

<222> . (17) . . (133) 

<220> 

<221> misc_feature 

<222> (3).. (10) 

<223> Not I recognition site 

<220> 

<221> misc_feature 

ffifiE# 2004-3070052 
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<222> (11). . (16) 

<223> Xba I recognition site 

<220> 

<221> sig_peptide 
<222> (17) . . (70) 

<400> 9 

tggcggccgc tctaga atg ctg ccc ggt ttg gca ctg etc ctg ctg gec gec 52 

Met Leu Pro Gly Leu Ala Leu Leu Leu Leu Ala Ala 
1 5 10 

tgg acg get egg gcg ctt gat gca gaa ttc cga cat gac tea gga tat 100 
Trp Thr Ala Arg Ala Leu Asp Ala Glu Phe Arg His Asp Ser Gly Tyr 
15 20 25 

gaa gtt cat cat caa aaa ttg gtg ttc ttt get taag 137 
Glu Val His His Gin Lys Leu Val Phe Phe Ala 
30 35 



<210> 10 
<211> 39 
-<212> PRT 

<213> Artificial Sequence 
<400> 10 

Met Leu Pro Gly Leu Ala Leu Leu Leu Leu Ala Ala Trp Thr Ala Arg 
15 10 15 

Ala Leu Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His 
20 25 30 

Gin Lys Leu Val Phe Phe Ala 
35 



<210> 11 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Primer 



<400> 11 

gatgeagaat tccgacatga ctcagga 
<210> 12 



27 
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<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Primer 
<400> 12 

gtcttaagtc gctatgacaa caccgccc 



<210> 13 
<211> 62 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence '.Signal Sequence 
Adaptor 

<400> 13 

ggtctagaat gctgcccggt ttggcactgc tcctgctggc cgcctggacg gctcgggcgc 60 



<210> 14 
<211> 61 - ' 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Signal Sequence 
Adaptor 

<400> 14 

agcgcccgag ccgtccaggc ggccagcagg agcagtgcca aaccgggcag cattctagac 60 



<210> 15 
<211> 27 
<212> DNA - 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence '.Primer 
<400> 15 

ggtctagaat gctgcccggt ttggcac 
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<210> 16 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Primer 
<400> 16 

tggcggccgc tctagaatg 19 



<210> 17 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Primer 



<210> 18 . „ 

<211> 18 * 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Primer 
<400> 18 

agtgaaccgt cagatcgc 18 



<210> 19 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Primer 



<400> 17 

cacatcttaa gcaaagaaca cc 



22 



<400> 19 

cggtatcagc tcactcaa 



18 
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3 ; A d : te!8tgMll?il = 1:20 
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5 ; A/3 : «*t*»difll-'l : 1 0 
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[El 3] 
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[19 4] 
10 

9 



fa 



6 
5 



003-371 103 



^-v 5 : 3/ 



I 



T 

i 
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mm 
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#ff ffiM<£>1Hr #ES 2003-371103 

50301804384 

©£1" «JII ^ 9 4 8 2 

fl=)RB 5^1 2M 2 5 B 



i&mxitmffi} 

[Mtf] 



501304319 

&m&*miti$mwm&3 6 03 

598004952 
tf;V9Pg 

100075812 

m^^HteaEAort 3-2-3 mfD#fp^# 
m 



100091487 

KlSWHtfflEAOrt 3T12f 3f m#D#fP 



100094640 

mm mm 



2-3 



100107342 

mMFHtfflE3*L*>rt3TB 2#3-^ ®*n#if 
ffifE# 2004-3070052 



003-371103 
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mgE^ 2004-3070052 
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l/E 



Ms] 

[MJ#-^] 



14508788 
¥J&16^ 6J3 3B 

#M2003-371103 

m^tP^tBaiKII«3Tg 3#2^ t&ftt^H^^ 



100075812 
100091487 

Ffj ft 

100094640 

m i? 

100107342 



ft 



a H3 m # 

®^jgc^A^p n nlS^I?^;^«fe .(¥$1 4fl2|20 
B 19 2f)' WtSU^ 1 3 1 ® K&o* < *JE 

1 

2 002-162967 
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#^mJSgOl=-^ #0 2003-371103 

^##-51- 50400932064 

fi^ ^ 9 4 8 2 

tfEj&B ¥tl6^ 7J3 5 0 



[|fc»U»^l 
[jSftLfcftSA] 

[®«L^taA] 



504137945 

m^^Ht BaE«**M 3-3-2 

$ISA 
100075812 

m^^BaEAOrt 3-2-3 l&ftftft&fe 
100091487 

$SS5^fflKA«)rt3TI2f3^ mfo^fp 
100094640 

m^» :: HtfflKAOrt3-2-3 W±t^ t& 

mm mm 

100107342 
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uj i a i i i i 

[ 5 0 1 3 0 4 3 1 9] 
B 2 0 0 1# 7 J! 3 1 H 



£ Br ^^Plr^:JtTtTa^0IzII^3 6 <D 3 

B 2 0 0 4^ 5^280 

ft #r ^^nm^c^-m^i^HrM^ 1 3 6 o 3 



miE#-^ ttfE4$2 0 0 4 - 3-0 7 0 0 5 2 



2 0 0 3 - 3 7 1 1 0 3 

m m a m. m m m 



■ ^ [598004952] 

3 1 9 9 7#12|17S 

[tuft] mm.^m 

S 2004^3^20 



« 



tBSE#-t miiE# 2 0 0 4 - 3 0 7 0 0 5 2 



i . b 



3/E 
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ta m a m m m m 



[504137945] 
2004^ 4 J! 70 
M&U^-ttm&.&tfM 3-3-2 



ffiSE#-S§- ffiE#2O 0 4 - 3 0 7 0 0 5 2 



